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DETAILED ACTION 
Status of Claims 

1 . Applicant's response, filed 1 0/1 0/2008, to the Office Action mailed 4/1 0/2008 is 
acknowledged. Applicant canceled Claims 2 and 20-32, amended Claims 9-19, and 
presented arguments in response to the Office Action. 

2. Claims 1 and 3-19 are pending and presently under consideration. 

3. Applicant's arguments have been fully considered and are persuasive in part. 
Rejections and/or objections not reiterated from previous office actions are hereby 
withdrawn. The following rejections and/or objections are either reiterated or newly 
applied. They constitute the complete set presently being applied to the instant 
application. 

Claim Objections 

4. Claim 18 is objected to because of the following informalities: Claim 18 recites 
"A method according to claim 17 wherein the cholinesterase inhibitor is rivastigmine 
tartrate (Exelon®) and the anti-depressant is selected from rivastigmine tartrate 
(Exelon®), donepezil hydrochloride (Aricept®) and galanthamine hydrobromide 
(Reminyl®) and the anti-depressant is selected from paroxetine hydrochloride..." 
(emphasis added). It appears that the claim has a typographical error, as highlighted 
above. Appropriate correction is required. 
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Claim Rejections - 35 USC § 103 

5. The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth in section 102 of this title, if the differences between the subject matter sought to be patented and 
the prior art are such that the subject matter as a whole would have been obvious at the time the 
invention was made to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 

6. Claims 1 and 3-19 are rejected under 35 U.S.C. 103(a) as being unpatentable 
over Roman et al. ( The Lancet Neurology , 2002, Vol. 1 , pages 426-436), in view of 
Seed, J. (U.S. Patent Application Pub. No. 2005/0143350 A1), and Hsu etal. (U.S. 
Patent Application Pub. No. 2002/0192243 A1). 

Roman et al. teach clinical manifestations of vascular dementia include vascular 
depression. See page 431 , 1 st column, 2 nd to last paragraph, and page 432, "Panel 3. 
Criteria for SIVD". Roman et al. disclose the use of cholinesterase inhibitors, including 
donepezil hydrochloride, rivastigmine tartrate, and galantamine hydrobromide, for the 
treatment of vascular dementia and the concomitant use of antidepressants, in 
particular serotonin-specific reuptake inhibitors (SSRIs) (e.g., sertraline and citalopram), 
for the treatment of depression which accompanies vascular dementia. See page 434, 
"Cholinesterase inhibitors" and "Other agents". 

Although Roman et al. teach the combined use of a cholinesterase inhibitor (e.g., 
rivastigmine) and an antidepressant (e.g., setraline) for treating vascular depression, 
they do not teach a cholinesterase inhibitor and an antidepressant formulated together 
or the administration of rivastigmine by transdermal patch. 
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Seed teaches pharmaceutical compositions comprising at least one 
cholinesterase inhibitor, at least one antidepressant and a pharmaceutically acceptable 
carrier. See Abstract; page 5, paragraph 50; and page 22, claim 40. Seed teaches the 
instantly claimed cholinesterase inhibitors (i.e., donepezil, rivastigmine, galanthamine) 
and typical doses. See pages 2-3, paragraph 24 and page 3, paragraph 29. The 
reference teaches the dosages of the active agents are "in accordance with dosages 
and scheduling regimens practiced by those of skill in the art". Seed teaches, for 
example rivastigmine can be administered in a dose range of 0.4 mg to about 6.0 
mg/dose and up to 12.0 mg/day. Seed teaches suitable antidepressant classes include 
inter alia tricyclics, SSRIs, SNRIs, and MAO inhibitors. Seed also teaches the instantly 
claimed individual antidepressants, such as sertraline, fluoxetine, venlafaxine, and 
citalopram. See for example, page 4, paragraphs 32 and 34. The reference teaches 
the composition may be administered by transdermal patch. See page 1, paragraph 12, 
and page 5, paragraph 51. 

The reference by Hsu et al. is provided to demonstrate administration of 
cholinesterase inhibitors by transdermal patch was known at the time of the instant 
invention. The reference also teaches methods for enhancing the permeability of skin 
to transdermal application of cholinesterase inhibitors, while minimizing local skin 
irritation. See Abstract and page 6, paragraph 67. Hsu et al. teach transdermal patch 
surface area in the range of about 5-200 cm 2 , which encompasses the range recited by 
instant Claims 1 4 and 1 5. See page 1 0, paragraph 1 01 . The concentration of the drug 
(e.g., rivastigmine) is dependent on the desired daily dose to be administered, the size 
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of the patch and the flux rate of the drug. Hsu et al. also disclose that for transdermal 
administration, the cholinesterase inhibitor compounds should be "(1) an uncharged 
molecule, e.g., wherein a basic drug is in nonionized, free-base form, (2) a basic salt of 
an acidic drug, or (3) there are no additional species in the formulation or patch that 
could react with or be neutralized by the inorganic hydroxide, to any significant degree". 
See Abstract and page 5, paragraphs 43 and 44. Further, Hsu et al. disclose the 
instantly claimed cholinesterase inhibitor salts (i.e., donepezil HCI, galanthamine HBr, 
and rivastigmine tartrate). See page 6, paragraph 67. 

As discussed supra, Seed or Hsu et al. do not teach a specific amount of 
rivastigmine in a transdermal patch of the sizes recited by instant Claims 7, 8, 14 and 
15. However, Seed does teach the administration of rivastigmine in the same dose 
range as disclosed for the instant invention and Hsu et al. does teach a patch size 
range that encompasses the sizes recited for the instant invention. 

It would have been well within the purview of one of ordinary skill in the art to 
formulate a transdermal patch to administer therapeutic doses of rivastigmine. One 
would have been so motivated to provide a more convenient method of administration, 
as well as a means of providing extended release of the medicament and improving 
patient compliance. 

It would have been obvious to the skilled artisan to initiate administration of the 
active agents at a low dose and gradually increase the dose to a level that is 
determined by patient response and route of administration. One would have been 
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motivated to do so to effectively treat the patient while minimizing potential drug side 
effects. 

The determination of both optimal dosage ranges and optimal modes of 
administration are parameters well within the purview of those skilled in the art through 
no more than routine experimentation. The determination of the optimum dosage 
regimen (i.e., patch composition amount and patch dimensions) to employ with the 
presently claimed active agents would have been a matter well within the purview of 
one of ordinary skill in the art. 

Applicant argues that although Roman et al. teach vascular depression may be 
associated with vascular dementia, "vascular depression is not necessarily present in 
conjunction with vascular dementia" and that "Roman's disclosure of vascular dementia 
treatment is thus not a teaching of vascular depression treatment". 

This argument is not persuasive. As discussed supra, Roman et al. teach 
treatment of vascular dementia and that vascular depression is a symptom of vascular 
dementia. Roman et al. teach the treatment of vascular dementia with cholinesterase 
inhibitors and antidepressants, including instantly claimed cholinesterase inhibitors such 
as donepezil, rivastigmine and galantamine, and instantly claimed antidepressants 
sertraline and citalopram. Since vascular depression is taught as occurring with 
vascular dementia (even if it doesn't occur all the time with vascular dementia), Roman 
et al. does teach treatment of vascular depression. 

Finally, Applicant asserts "that one of ordinary skill in the art, when presented 
with the disclosures of Roman, Seed and Hsu at the time of the present invention, 
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would be motivated to use the combination of cholinesterase inhibitors and anti- 
depressants to treat vascular depression". 

The Examiner disagrees. As discussed above, Roman et al. does teach the 
treatment of vascular depression. Seed and Hsu et al. provide teachings of dose 
ranges (which the artisan would use as a starting reference dose) and transdermal 
administration of the instantly claimed agents. 

Conclusion 

7. Claims 1 and 3-19 are rejected. 

8. No claims are allowed. 

9. Applicant's amendment necessitated the new ground(s) of rejection presented in 
this Office action. Accordingly, THIS ACTION IS MADE FINAL. See M PEP 

§ 706.07(a). Applicant is reminded of the extension of time policy as set forth in 37 
CFR 1.136(a). 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within 
TWO MONTHS of the mailing date of this final action and the advisory action is not 
mailed until after the end of the THREE-MONTH shortened statutory period, then the 
shortened statutory period will expire on the date the advisory action is mailed, and any 
extension fee pursuant to 37 CFR 1 .136(a) will be calculated from the mailing date of 
the advisory action. In no event, however, will the statutory period for reply expire later 
than SIX MONTHS from the date of this final action. 
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1 0. Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to GREGG POLANSKY whose telephone number is 
(571)272-9070. The examiner can normally be reached on Mon-Thur 9:30 A.M. - 7:00 
P.M. EST. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Ardin H. Marschel can be reached on (571) 272-0718. The fax phone 
number for the organization where this application or proceeding is assigned is 571- 
273-8300. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a 
USPTO Customer Service Representative or access to the automated information 
system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 

/Gregg Polansky/ 
Examiner, Art Unit 1614 

/Ardin Marschel/ 

Supervisory Patent Examiner, Art Unit 1614 



